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* Besondere Kategorien von angegebenen VerottentUchungen : 
'A' Verdffenllichung. die den allgemeinen Stand der Technik deftniert. 
aber nk:ht als besonders bedeutsam ahzusehan ist 

"E" SIteres Dokument, das jedoch erst am oder nach dem intemationaten 
Anmeldedatum veroffentlicht worden ist 

V VardffenUk:hung, die geeignet ist, einen Pnoritatsanspruch zweifelhaft er* 
scheinen zu lassen, oder durch die das Verdffentllchungsdatum etner 
anderen Im Recherchenbericht genannten Verdtlentlkihung belegt warden 
soil Oder die aus einem anderen besondaren Grund angegeben ist (wie 
ausgefuhrt) 

JO"^Ver6ftefiUlchLing,die.slch.auf.eln9.mundlk:he„Oflanbai:ung, 



eine Benutzung, eine Ausstellung oder andere Ma(3nahmen bezieht 
VerBttentlfehung, cfie vordemimematkjnaJan Anmeldedatum, aber nach 
dem beanspruchten Prioritatsdatum ver6f<entlicht worden ist 



'T* Spatere Veroffenllichung, die nach dem internationalen Anmeldedatum 
Oder dam Prioritatsdatum veroffentlicht worden ist und mit der 
Anmeldung nicht kollWiart, sondem nur zum Verstandnis des der 
Ertindung zugrundellegenden Prinzips oder der ihr zugnjndeliegerxJen 
Thacrie angegeben Ist 
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•Y" Veroffentlichung von besonderer Bedeulung: die beanspruchto Erlindung 
kann nichi ats auf ertlndertscherTatlgkell beruhend betrachtel 
warden, wenn die Verdffentlichung mIt einer Oder mehreren arnieren 
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Citations and explanations 

1, The following documents are referred to: 



Dl: 
D2; 
D3; 
D4 : 
D5; 



EP-A-0 806 479 

PAJ Vol. 098, 001 ^30. 01. 19 98J) 

Database EMBL, Accession H64925, 12.09.1997 

Database EMBL, Accession N"* F65063, 12.09.1997 

Database SWISSPROT, Accession N*" P39171, 

01.02.1995 



2.1 The description indicates (on page 4) that the 
technical problem addressed by the present invention 
is that of developing a technical, fermentative method 
for producing biotin with a maximum level of biotin 
synthesis. That problem has been resolved by a biotin 
production method characterised by the expression and 
synthesis of biotin in a host organism based on a 
genetic recombination product containing a SAM (S- 
adenosyl-methionine) synthase gene in combination with 
at least^ one biotin biosynthesis gene (jDioSJ,, bioS2 or 
bioSSy . 

2.2 The subject matter of Claims 1-14 is considered to be 
novel in relation to the prior art. In connection with 
the genetically engineered production of biotin, the 
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SNA synthase gene is known from D2, The bioS gene 
products are also disclosed in prior art (bioSl, see 
D4; bioS2, see D5; bioS3, see D3) , though not in 
connection with the production of biotin (with regard 
to WO-A-99/05285, which is cited in the international 
search report as a document belonging to categories P 
and A, see Box VI, below) , Thus, the combination of 
these known genes, as claimed in the genetic 
recombination product of the present application, is 
not disclosed in prior art. 

2.3 The subject matter of the present versions of Claims 
1-14 does not involve an inventive step in relation to 
the prior art! 

(a) As mentioned above (cf. paragraph 2.2), the bioS 
genes are not described in connection with the 
production of biotin in the prior art documents. 
Furthermore, their combination as claimed in the 
present application is not known. Since the prior art 
indicates that bioS proteins are classed as belonging 
to the nifS protein superfamily (cf. D3, for example), 
the fermentative production of biotin using nifS gene 
products (Dl) could be considered to represent the 
closest prior art. That document refers to S-adenosyl- 
pn^hionine, but not to the SAM-synthase gene. However, 
\D2 pescribes the genetically-engineered production of 
biotin using a recombination plasmid containing the 
SAM-synthase gene and the biotin operon. Since the 
bioS genes can not be inferred directly from Dl and 
02, the examining authority considers that the subject 
matter of Claims 1-14 involves an inventive step, 
insofar as it is defined only by the bioS genes, and 
not by functional variants, analogues or derivatives 
thereof. 
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